REMARKS 



Prior to entry of this Amendment, Claims 1-73 were pending and under consideration. 
With this Amendment, Claims 7-20 and 36-50 are being cancelled, without prejudice or 
disclaimer, and Claims 21, 23-24, 26-33, 53-54, 56-59, 62-64, 66-67 and 69-73 are being 
amended. No claims are being added. Thus, after entry of this Amendment, Claims 1-6, 21-35 
and 51-73 are pending and under consideration. 

L Amendments of the Claims 

Claims 7-20 and 36-50 have been cancelled, without prejudice against their 
reintroduction into this or one or more related applications, in order to reduce the issues going 
forward. In addition, Claims 21, 23-24, 26-33, 53-54, 56-59, 62-64, 66-67 and 69-73 have been 
amended. 

Claim 21 has been amended in both the preamble and body. The preamble has been 
amended to read "A method of detecting the presence of a predetermined target nucleic acid 
sequence in a sample." This amendment is supported at, for example, Col. 1 1, lines 3-6 of the 
issued patent. The body has been amended to clarify the conditions under which the contacting 
is carried out and under which the recited probes specifically hybridize to the target sequence. 
Specifically, Claim 21 now recites that the contacting is carried out under conditions in which a 
FEN-1 polypeptide exhibits cleavage activity and that it is under such cleavage conditions that 
the 3'-region of the S'-probe and the 5*-region of the 3'-probc arc capable of specifically 
hybridizing to their respective portions of the target sequence. These amendments are supported 
by the text of the original patent at, for example, Col, 11, lines 6-8, 11-13 and 20-24, wherein it 
is taught that the sample and probes are incubated with a FEN-1 polypeptide and the release of 
nucleotides or polynucleotides (i.e., cleavage) is detected. 

Claim 21 has also been amended to recite that the 5 '-probe, 3 '-probe and target sequence 
hybridize with one another to form a 5 '^'-double flap structure that is cleavable by a FEN-1 
polypeptide. Support for this amendment was discussed in detail in connection with the rejection 
under 35 U.S.C. § 251 in Applicant's Amendment of August 13, 2003 (Paper No. 26). 
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Claim 59, although directed to a kit, has been amended in a manner similar to Claim 21 . 
In addition, the preamble of Claim 59 has been amended to recite "a kit for use in The 
amendments of Claim 59 are supported by the sections pointed out in connection with Claim 21. 

Claims 23-24, 53-54 and 66-67 have been amended to clarify the region of the S'-probe 
that contains the detectable label 

Claims 26-27 and 69-70 have been amended to recite that the FEN-1 polypeptide is 
encoded by polynucleotides corresponding in scope with the polynucleotides of Claims 2 and 3, 
respectively. 

Claims 28-30 have been amended to depend from Claim 21 instead of Claim 26 to 
maintain proper antecedent basis in light of the amendment of Claim 26. 

Claims 31-32, 56-57 and 62-63 have been amended to recite the region of the 3 '-probe 
that contains the stated number of nucleotides. Claims 33, 58 and 64 have been amended to 
recite the region of the 5 '-probe that contains the stated number of nucleotides. Support for these 
amendments was discussed in more detail in connection with the rejection under 35 U.S.C. 
§ 112, f 1 in Applicant's Amendment of August 13, 2003 (Paper No, 26). 

Lastly, Claims 71-73 have been amended for clarity and to multiply depend from Claims 
59-68. These amendments were necessitated by the amendment of Claim 69. 

For reasons outlined above, or that were discussed in Applicant's Amendment filed 
August 13, 2003 (Paper No. 26), which are incorporated herein by reference, none of these 
amendments present new matter under 35 U.S.C. § 251. Entry into the application is therefore 
requested. 
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VL Conclusion 

Claims 21-35 and 5 1 -73 are believed to be in condition for allowance. An early 
indication of the same is therefore kindly requested. No fees beyond those being submitted 
concurrently with this Amendment are believed due. However the Commissioner is authorized 
to charge any required fees, or credit any overpayment to Deposit Account No. 50-23 19 (Order 
No. RI-71904). 



Date: Ijz^Ja*^ 

Four Embarcadeio Center, Suite 3400 
San Francisco, California 941 1 1-41 87 
Telephone: (650)494-8700 
Facsimile: (650)494-8771 




Reg: No. 42,067 



Serial No- 09/578,920 
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APPENDIX A 



Marked-Up Version of Amended Claims Showing Changes 

2 1 . (Twice Amended) A method of detecting the presence of a predetermined target 
nucleic acid sequence in a sample, comprising the steps of; 

(a) contactin g, under conditions in which a FEN-1 polypeptide exhibits cleavage 
activity, a sample suspected of containing a target nucleic acid comprising the predetermined 
target sequence of int e r e st with: 

(i) a FEN 1 polypeptid e ; 

(ii) £i} a 5 '-polynucleotide probe capable of being cleaved by a FEN-1 
polypeptide, comprising a 3*-region that is capable of specifically hybridizing under said 
cleavage conditions to a first portion of the target sequence nuoloio aoid and a 5' -region located 
immediately 5 7 to the 3 9 -region; and 

£ii} a 3 '-polynucleotide probe comprising a 5*-region that is capable 
of specifically hybridizing under said cleavage conditions to a second portion of the target 
sequence nucl e ic acid which is located immediately 3* to the first portion and a 3' -region located 
immediately 3' to the 5'-region, under conditions in which such that the 3'-region of the S'-probe 
and the 5 s -region of the 3'-probe specifically hybridize immediately contiguously with one 
another to the first and second portions, respectively, of the oome target sequence nucl e ic acid 
mol e cul e to form a 5'.3'-doublc flap structure cleavable by a FEN-1 polypeptide : rod 

(b) cleaving the 5 ',3 '-double flap structure with a FEN-1 polypeptide: and 
{b) (c) detecting the presence or absence of, and/or quantifying the amount of, 

FEN-1 polypeptide-generated cleavage, thereby detecting the presence of the target sequence 
nuoloio aoid in the sample. 

23. (Amended) The method of Claim 22 in which the S'-region of the 5'-probe 
compris e s a 5' flap r e gion that contains a die detectable label. 

24. (Amended) The method of Claim 23 in which the 5'-end of the 5'-probe contains ft 
the detectable label. 

26. (Amended) The method of Claim 21 in which the FEN-1 polypeptide is a 
mammalian or a yoaot FEN 1 polyp e ptid e encoded bv a polynucleotide comprising a sequence 
selected from the group of sequences consisting of SEP ID NOS: 29-51 . 
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27..(Amended) The method of Claim 26 in which the FEN-1 polypeptide is a yoort FEN 
1 frolypflptirifl., a muring FBN 1 polypeptide nr q human FEN 1 polypeptide encoded by a 
polynucleotide comprising SEP ID NQ.28 . 

28. (Amended) The method of Claim 2& 21 in which the FEN-1 polypeptide io a human 
FEN 1 polypeptide comprising comprises the amino acid sequence shown in SEQ ID NO.l or a 
fragment thereof having 5'-flap endonucleolytic cleavage activity. 

29. (Amended) The method of Claim 36 21 in which the FEN- 1 polypeptide io a murine 
FEN 1 polypeptide comprising comprises the amino acid sequence shown in SEQ ID NO:3 or a 
fragment thereof having 5'-flap endonucleolytic cleavage activity. 

30. (Amended) The method of Claim 36 21 in which the FEN-1 polypeptide is a y e ast 
FEN - 1 polyp e ptid e comprising comprises the amino acid sequence shown in SEQ ID NO:5 or 
SEQ ID NO:7 or a fragment thereof having 5'-flap endonucleolytic cleavage activity. 

3 1 . (Amended) The method of Claim 2 1 in which the 3 '-region of the 3 '-probe 
oomprioca a 3* flap r e gion that i s 1 to 10 nucleotides in length. 

32. (Amended) The method of Claim 21 in which the 3' flap rogion 3 J -region of the 3 
probe is 1 nucleotide in length. 

33. (Amended) The method of Claim 21 in which the 5 '-region of the 5'-probe 
compris e s a 5* - flap region that is 1 to 20 nucleotides in length. 

53. (Amended) The hybridization complex of Claim 52 in which the 5'-region of the first 
probe contains a the detectable label. 

54. (Amended) The hybridization complex of Claim 53 in which the 5 '-end of the first 
probe contains a the detectable label. 

56. (Amended) The hybridization complex of Claim 5 1 in which the 3 '-region of the 
second probe compri s es a 3 - ' - flap r e gion that is 1 to 10 nucleotides in length. 

57. (Amended) The hybridization complex of Claim 56 in which the 3 T flap region 3 7 - 
region of the second probe is 1 nucleotide in length. 
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58. (Amended) The hybridization complex of Claim 51 in which the 5 '-region of the first 
probe compris e s a 5' flap region that is 1 to 20 nucleotides in length. 

59. (Thrice Amended) A kit for me in detecting the presence of a predetermined target 
nucleic acid sequence in a sample, comprising: 

(a) a FEN-1 polypeptide; 

(b) a first polynucleotide probe capable of being cleaved by a FEN-1 polypeptide, 
comprising a 3'-region capable of specifically hybridizing under FEN-1 polypeptide cleavage 
conditions to a first portion of a the predetermined target sequence nucl e ic acid of int e rest and a 
5 '-region located immediately 5 5 to the 3' -region; and 

(c) a second polynucleotide probe comprising a 5' -region capable of specifically 
hybridizing under FEN-1 polypeptide cleavage conditions to a second portion of the target 
nuol e io acid sequence which is located immediately 3* to the first portion and a 3'-region located 
immediately 3' to- the 5'-region, 

wherein the 3'-region of the first probe and the 5'-region of the second probe are capable 
of specifically hybridizing immediately contiguously with one another to the first and second 
portions, respectively, of the same target nucl e ic acid mol e cul e sequence to form a 5\3'-double 
flap structure that is capable of being bound or cleaved by the FEN-1 polypeptide. 

62. (Amended) The kit of Claim 59 in which the 3 '-region of the second probe 
compris e s a 3" - flap r e gion that is 1 to 10 nucleotides in length. 

63. (Amended) The kit of Claim 59 in which the 3' flap region 3 '-region of the second 
probe is 1 nucleotide in length. 

64. (Amended) The kit of Claim 59 in which the 5 '-region of the first probe compris e s a 
5 J flap rogionthat is 1 to 20 nucleotides in length. 

66. (Amended) The kit of Claim 59 65 in which the 5 '-region of the first probe 
compris e s a 5' flap r e gion that contains a the detectable label. 

67. (Amended) The kit of Claim 66 in which the 5'-end of the first probe contains a the 
detectable label. 
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69. (Amended) The kit of any one of Claim 59-68 in which the FEN-1 polypeptide is a 
mommalion or a y e ast FEN 1 polypeptide encoded bv a polynucleotide comp r ising a sequence 
selected from the group of seouences consisting of SEP IP NQS: 29-51 . 

70. (Amended) The kit of Claim 69 any one of Claims 59-68 in which the FEN-1 
polypeptide is a y e ast FEN 1 polypeptide, a murin e FEN 1 polypeptide or a human FEN 1 
polvp e ptid e -encoded bv a polynucleotide comprising SEP ID NO. 28 . 

7 1 . (Amended) The kit of Claim 70 any one of Claims 59-68 in which the FEN- 1 
polypeptide io a human FEN 1 polyp e ptid e comprising comprises the amino acid sequence 
shown in SEQ ID NO:l or a fragment thereof having S'-flap endonucleolytic cleavage activity. 

72. (Amended) The kit of Claim 70 any one of Claims 59-68 in which the FEN-1 
polypeptide io a murine FEN - 1 polyp e ptid e compri si ng comprises the amino acid sequence 
shown in SEQ ID NP:3 or a fragment thereof having 5 J -flap endbnucleolytic cleavage activity. 

73. (Amended) The kit of Claim 70 any one of Claims 59-68 in which the FEN-1 
polypeptide is-a-yeast FEN - 1 polypeptid e comprising comprises the amino acid sequence shown 
in SEQ ID NO:5 or SEQ ID NO:7 or a fragment thereof having 5 '-flap endonucleolytic cleavage 
activity. 
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